A girl with a unique combination of two rare diseases, histiocytosis X and erythropoietic protoporphyria, is reported. Such a combination has not been documented previously. Her protoporphyria appears to have been exacerbated both by severe liver disease induced by histiocytosis X and by oral iron therapy. This is only the second recorded case where iron therapy has been shown to provoke photosensitive symptoms in erythropoietic protoporphyria.
Case report
Miss MR was born on 13 November 1972 at the British Military Hospital in Hanover, West Germany. The delivery was uncomplicated but within a few weeks of birth she began to develop the first of a series of upper respiratory tract infections. By October 1973 she had developed persistent otorrhoea, and at the age of one she underwent surgery for the removal of polyps from both ears. Unfortunately, the middle ear and mastoid cavities refilled rapidly postoperatively and in November 1973 she was referred to the Royal Hospital for Sick Children, Great Ormond Street, where further surgical clearance of the ears and mastoids was undertaken. Histology of the material removed at that time showed a mixture of large pale histiocyte-like cells and eosinophils typical of the eosinophilic granuloma form of histiocytosis X. About a month later she was found to have hepatosplenomegaly and a liver biopsy was performed. On the basis of this, a provisional diagnosis of chronic active hepatitis was made and prednisolone was started. A repeat liver biopsy one year later showed that the hepatic disease had progressed with substantial fibrosis. Another year later, in 1975, she had the first of a series of haematemeses and was referred to Professor Dame Sheila Sherlock at the Royal Free Hospital. At this point an endoscopy was performed and large varices were found. The bleeding stopped after an 18 unit blood transfusion. A review of all the liver biopsy specimens to that date by one of us (PJS) showed that in earlier specimens there were perivascular and periductal infiltrates of large mononuclear cells and eosinophils compatible with a diagnosis of histiocytosis X (Figures I and 2 ). Later she developed fibrosis linking portal tracts. There was bile duct damage, and the appearances indicated chronic biliary tract disease. It was therefore felt that hepatic involvement by histiocytosisX'had resulted in this girl's hepatic fibrosis and portal hypertension. Further investigations at this stage and over the next few months showed one lytic bone lesion in the left lesser trochanter and mild glandular enlargement of the right hilar region. There was no evidence of diabetes insipidus or bone marrow infiltration, and there were no intracerebral masses.
In August 1982 she was referred to the Dermatology Department for the first time because of a severe photosensitivity reaction. She had, in fact, suffered from burning and redness on exposure to the sun since the age of two, but the summers had been progressively worse for her and that of 1982 was almost intolerable. Trouble arose after about half an hour in sunlight. She was at this point on oral iron therapy. Examination revealed severe inflammation and crusting of the skin in a light-sensitive distribution. There were changes on the face, especially over the nose and on the lips (Figure 3 ), on the dorsa of both hands, in the 'V' of the neck and on the backs of both legs between the bottom of her skirt and the top of her socks. In the ward she improved with antibiotics and topical steroids. After the initial eruption had faded she was left with subtle waxy and leathery changes, most noticeable over the knuckles and on the nose. These continued to fade over the next few weeks, leaving only a few linear scars.
Investigations at this point revealed a haemoglobin of 10.6 g/dl, the white cell count was 3.6 x 109/l and platelets were low at 29 x 109/l. The prothrombin ratio was 20/13 seconds. There was no evidence of neoplastic infiltration in the bone marrow. The serum iron was raised at 40 tmol/l (normal 11-36) and the total iron binding capacity 42 pmol/l (normal 53-85).
Estimations of urea and electrolytes were normal, but there were abnormalities of bilirubin (51 ,mol/1), aspartate transaminase (156 iu/1) and alkaline phosphatase (309 iu/l). A screen of her urinary amino acids was normal, as were the urinary niacin metabolite levels. Serum lead was well within the normal range at 40 ig/l (normal <400, hazard over 800).
A skin biopsy from the dorsum of the hand showed large deposits of PAS-positive material around upper dermal vessels, characteristic of erythropoietic protoporphyria. Porphyrin estimations showed no excess in urine or faeces, but there was a raised red cell protoporphyrin level of 226.5 pg/100 ml red cells (normal 5-30). Fluorescent microscopy demonstrated bright fluorescence of more than 50% of her red cells. A screen of maternal relatives was negative.
A diagnosis of erythropoietic protoporphyria was made on the basis of these findings. The haematological abnormalities were probably due to a combination of bleeding and chronic liver disease. Her serum iron, however, was raised and as there has been one report of a patient whose erythropoietic protoporphyria was exacerbated by iron therapy (Baker 1971), the oral iron was stopped. She was subsequently free of photosensitivity until January 1983. A repeat estimation of protoporphyrin at that time showed that the previously elevated red cell protoporphyrin had fallen to only 52.5 pg/100 ml of red cells, which is almost within the normal range. Her serum iron had also fallen to normal at 20 ,umol/l. We therefore challenged her again with oral iron, at a dose of ferrous sulphate 200 mg/day, and within a few days she began to experience burning of the exposed skin in moderate sunlight even in the classroom.
Discussion
This unfortunate girl has a unique combination of histiocytosis X and erythropoietic protoporphyria (EPP) which has not been reported previously.
EPP is thought to result from a genetically determined defect in the final stages of haem synthesis at the point at which iron is chelated with protoporphyrin IX to form haem. It is usually an autosomal dominant condition, but this girl's mother has normal porphyrin levels and her father's status is unfortunately unknown. It seems likely that the severity of her photosensitivity (which appears to be getting worse) may be related to her other systemic problems.
There is no evidence of sufficient bone marrow infiltration to suggest that the histiocytosis X is directly responsible, but it is known that liver disease may exacerbate the symptoms of the porphyrias, including EPP (Bloomer 1976) , and the presence of severe liver damage due to histiocytosis X may therefore be at least partly to blame for provoking the protoporphyria. It is important in assessing this to be sure that there is no evidence of EPP-induced liver disease, because pathognomonic changes have been described in the livers of some patients with EPP (Cripps & Scheuer 1965) and there are several reports of patients with EPP whose disease terminated in liver failure (Bloomer 1976 ). However, a careful review of our patient's liver histology has shown no evidence of EPP-induced changes at any stage. Hepatic fibrosis, cirrhosis and portal hypertension secondary to liver involvement by histiocytosis X have been documented (Grosfeld et al. 1976) , and Leblanc et al. (1981) reported obstructive jaundice in children with this disease. The histological features in our patient suggest that her liver disease was the result of intrahepatic bile duct damage due to histiocytosis X.
The other factor that we believe to be of importance in provoking this girl's photosensitivity is the oral iron therapy. As previously mentioned, Baker (1971) reported a patient with classical EPP in whom oral iron was directly related to exacerbations in her symptoms and also to rises in her blood protoporphyrin levels. In the discussion of that case, which was presented to the Section of Dermatology of the Royal Society of Medicine in 1970, Dr R H Marten commented that he had seen a patient who appeared to improve following venesection. Our patient had a raised serum iron and appeared to improve both clinically and biochemically following withdrawal of iron by mouth. In addition, the reintroduction of iron therapy seems to have provoked further attacks of photosensitivity. This is particularly interesting because iron is intimately involved in the biochemical reaction that appears to be defective in EPP. Most authors state that patients with EPP tend to have low serum iron levels, and iron deficiency can certainly produce an asymptomatic rise in red cell protoporphyrins (Magnus 1976 ). However, our case, together with Baker's (1971) suggests that there are some patients in whom iron therapy can have a deleterious effect on both biochemical markers and on the clinical condition.
Hashimoto's thyroiditis associated with dysthyroid eye disease, pretibial myxoedema and thyroid acropachy'
A case is reported of autoimmune thyroid disease (Hashimoto's thyroiditis) in which fluctuating thyroid function was difficult to control until the patient was stabilized on thyroxine following radioiodine therapy. The main symptomatic problems have been due to the classic triad of lesions associated with autoimmune thyrotoxicosis, namely, dysthyroid eye disease, pretibial myxoedema and thyroid acropachy. The management of the dysthyroid eye disease and pretibial myxoedema has been particularly difficult.
Case report A 71-year-old woman presented in 1977 with diplopia due to dysthyroid eye disease, the left eye being worse than the right. Clinically she appeared possibly thyrotoxic, but her thyroid function tests showed a low thyroxine 52 nmol/l (normal range 62-133) and free thyroxine index (FTI) 47 (normal range 53-144), a high normal tri-iodothyronine (T3) 2.7 nmol/1 (normal range 1.3-2.7), normal 99mTc neck uptake at 20 minutes 1.3% (normal range 0.7-3.0%) and a hot area in the right lobe of the thyroid. The thyroid antibodies were positive (tanned red cell titre 1:250, immunofluorescence cytoplasm negative,
